We have analyzed the linkers in group-I introns, a characteristic region that is crucial to the folding and splicing process of the folded RNA, in seventy sequences spreading across r-RNA, t-RNA and organelle genes from various organisms including algae, fungi and protozoa. The study revealed a high degree of consensus of specific adenine residues in J3/4, J6/7 and J8/7 stems of the linker regions that were required to stabilize the local orientation, either as single residue or by forming unusual base pairs along with divalent metal ions. Conservation of these residues in the Group-I intron linkers suggests their significant contribution to the folded structure whose bonding and geometry recruit metal ions to interact in stabilizing the folded nature of RNA.
Introduction
Group-I intron ribozymes belong to a class of unique RNA molecules that act as enzymes, store information and undergo autocatalytic processes (Cech 2002; Scott 2007) .
These are present in diverse organisms and are increasingly found in human pathogens such as Acanthameoba sp., Pnemocystisis sp., Candida sp. (Disney and Turner 2002) .
However, their absence in the human genome and the ease in assaying their activities make them ideal targets for design of inhibitors with potentially less side effects. Here we show the salient features of their evolutionarily conserved residues whose interactions with the metal binding domains might form putative sites for design of metal-based drugs.
Catalytic RNAs of the group-I type share a common secondary and tertiary structure , and unlike other RNAs they require a divalent metal ion and an exogenous guanosine cofactor to splice out the introns (Michel and Westhof 1990) . During the catalytic activity, the well organized domains consisting of stems and loops (P1-P9), are brought closer without any helix distortion, to build up an active core in the ribozyme through sequences referred to as "linkers" (Golden et al. 1997 should expect a high degree of their conservation from diverse species.
Materials and methods
Gene sequences of group-I intron ribozymes were obtained from the Comparative RNA page (Cannone et al. 2002 ) and conservation of residues in linkers was quantitated. As many as 70 sequences of the group I intron including rRNA, tRNA and organelle genes from various organisms representing bacteria, fungi, chlorophyta, protozoa etc., were used in the analysis. We classified linkers as inter-domain types (J3/4, J6/7) and intradomain types (J4/5, J8/7) (Figure 1 ).
Results and Discussion
All the four linkers showed variable base sequences ( 
